HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
INVOKANA?® safely and effectively. See full prescribing information for
INVOKANA.

INVOKANA (canagliflozin) tablets, for oral use
Initial U.S. Approval: 2013

WARNING: LOWER LIMB AMPUTATION
See full prescribing information for complete boxed warning.

e In patients with type 2 diabetes who have established cardiovascular
disease (CVD) or at risk for CVD, INVOKANA has been associated
with lower limb amputations, most frequently of the toe and midfoot;
some also involved the leg (5.1)

e Before initiating, consider factors that may increase the risk of
amputation. Monitor patients receiving INVOKANA for infections or
ulcers of the lower limbs, and discontinue if these occur. (5.1)

Boxed Warning 07/2017
Warnings and Precautions (5.1) 07/2017

----INDICATIONS AND USAGE
INVOKANA is a sodium-glucose co-transporter 2 (SGLT2) inhibitor
indicated as an adjunct to diet and exercise to improve glycemic control in
adults with type 2 diabetes mellitus (1)

Limitation of Use:
o Not for treatment of type 1 diabetes mellitus or diabetic ketoacidosis (1)

e The recommended starting dose is 100 mg once daily, taken before the first
meal of the day (2.1)

e Dose can be increased to 300 mg once daily in patients tolerating
INVOKANA 100 mg once daily who have an eGFR of 60 mL/min/1.73 m?
or greater and require additional glycemic control (2.1)

e Assess renal function before initiating and periodically thereafter. (2.2)

o Limit the dose of INVOKANA to 100 mg once daily in patients who have
an eGFR of 45 to less than 60 mL/min/1.73 m? (2.2)

e [Initiation or use of INVOKANA is not recommended if eGFR is below
45 mL/min/1.73 m? (2.2)

Tablets: 100 mg, 300 mg (3)
CONTRAINDICATIONS

o History of serious hypersensitivity reaction to INVOKANA (4)
o Severe renal impairment, ESRD, or on dialysis (4)

e Lower Limb Amputation: See boxed warning (5.1)
e Hypotension: Before initiating INVOKANA, assess volume status and
correct hypovolemia in patients with renal impairment, the elderly, in

patients with low systolic blood pressure, or if on diuretics, ACEi, or ARB.
Monitor for signs and symptoms during therapy (5.2)

o Ketoacidosis: Assess patients who present with signs and symptoms of
metabolic acidosis for ketoacidosis, regardless of blood glucose level. If
suspected, discontinue INVOKANA, evaluate and treat promptly. Before
initiating INVOKANA, consider risk factors for ketoacidosis. Patients on
INVOKANA may require monitoring and temporary discontinuation of
therapy in clinical situations known to predispose to ketoacidosis (5.3)

o Acute Kidney injury and impairment in renal function: Consider
temporarily discontinuing in settings of reduced oral intake or fluid losses.
If acute kidney injury occurs, discontinue and promptly treat. Monitor renal
function during therapy (5.4)

o Hyperkalemia: Monitor potassium levels in patients with impaired renal
function and in patients predisposed to hyperkalemia (2.2, 5.5, 6.1, 8.6)

o Urosepsis and Pyelonephritis: Evaluate patients for signs and symptoms of
urinary tract infections and treat promptly, if indicated (5.6)

e Hypoglycemia: Consider a lower dose of insulin or the insulin
secretagogue to reduce the risk of hypoglycemia when used in combination
with INVOKANA (5.7)

o Genital mycotic infections: Monitor and treat if indicated (5.8)

o Hypersensitivity reactions: Discontinue INVOKANA and monitor until
signs and symptoms resolve (5.9)

o Bone fracture: Consider factors that contribute to fracture risk before
initiating INVOKANA (5.10)

e Increased LDL-C: Monitor LDL-C and treat if appropriate (5.11)

------------------------------ ADVERSE REACTIONS
e Most common adverse reactions associated with INVOKANA (5% or
greater incidence): female genital mycotic infections, urinary tract

infection, and increased urination (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Janssen
Pharmaceuticals, Inc. at 1-800-526-7736 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS

e UGT inducers (e.g., rifampin): Canagliflozin exposure is reduced. Consider
increasing dose from 100 mg to 300 mg (2.3, 7.1)

o Digoxin: Monitor digoxin levels (7.2)

e Pregnancy: Advise females of the potential risk to a fetus especially during
the second and third trimesters. (8.1)

o Lactation: INVOKANA is not recommended when breastfeeding (8.2)

o Geriatrics: Higher incidence of adverse reactions related to reduced
intravascular volume (5.2, 8.5)

o Renal impairment: Higher incidence of adverse reactions related to reduced
intravascular volume and renal function (2.2, 5.4, 8.6)

o Hepatic impairment: Not recommended with severe hepatic
impairment (8.7)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.
Revised: 07/2017
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FULL PRESCRIBING INFORMATION
WARNING: LOWER LIMB AMPUTATION

e An approximately 2-fold increased risk of lower limb amputations associated with
INVOKANA use was observed in CANVAS and CANVAS-R, two large,
randomized, placebo-controlled trials in patients with type 2 diabetes who had
established cardiovascular disease (CVD) or were at risk for CVD.

¢ Amputations of the toe and midfoot were most frequent; however, amputations
involving the leg were also observed. Some patients had multiple amputations,
some involving both limbs.

o Before initiating, consider factors that may increase the risk of amputation, such as
a history of prior amputation, peripheral vascular disease, neuropathy, and
diabetic foot ulcers.

e Monitor patients receiving INVOKANA for infection, new pain or tenderness,
sores or ulcers involving the lower limbs, and discontinue if these complications
occur [see Warnings and Precautions (5.1)].

1 INDICATIONS AND USAGE
INVOKANA® (canagliflozin) is indicated as an adjunct to diet and exercise to improve glycemic
control in adults with type 2 diabetes mellitus [see Clinical Studies (14)].

Limitation of Use
INVOKANA is not recommended in patients with type 1 diabetes mellitus or for the treatment of
diabetic ketoacidosis.

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage

The recommended starting dose of INVOKANA (canagliflozin) is 100 mg once daily, taken
before the first meal of the day. In patients tolerating INVOKANA 100 mg once daily who have
an eGFR of 60 mL/min/1.73 m? or greater and require additional glycemic control, the dose can
be increased to 300mg once daily [see Warnings and Precautions (5.4), Clinical
Pharmacology (12.2), and Patient Counseling Information (17)].

In patients with volume depletion, correcting this condition prior to initiation of INVOKANA is
recommended [see Warnings and Precautions (5.2), Use in Specific Populations (8.5 and 8.6),
and Patient Counseling Information (17)].
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2.2 Patients with Renal Impairment
Assessment of renal function is recommended prior to initiation of INVOKANA and periodically
thereafter.

The dose of INVOKANA is limited to 100 mg once daily in patients with moderate renal
impairment with an eGFR of 45 to less than 60 mL/min/1.73 m*.

Initiation of INVOKANA is not recommended in patients with an eGFR less than
45 mL/min/1.73 m%.

Use of INVOKANA is not recommended when eGFR is persistently less than
45 mL/min/1.73 m? [see Warnings and Precautions (5.4) and Use in Specific Populations (8.6)].

INVOKANA is contraindicated in patients with an eGFR less than 30 mL/min/1.73 m? [see
Contraindications (4)].

2.3 Concomitant Use with UDP-Glucuronosyl Transferase (UGT) Enzyme
Inducers

If an inducer of UGTs (e.g., rifampin, phenytoin, phenobarbital, ritonavir) is co-administered
with INVOKANA, consider increasing the dosage to 300 mg once daily in patients currently
tolerating INVOKANA 100 mg once daily who have an eGFR of 60 mL/min/1.73 m? or greater
and require additional glycemic control [see Drug Interactions (7.1)].

Consider another antihyperglycemic agent in patients with an eGFR of 45to less than
60 mL/min/1.73 m? receiving concurrent therapy with a UGT inducer.

3 DOSAGE FORMS AND STRENGTHS
o INVOKANA 100 mg tablets are yellow, capsule-shaped, film-coated tablets with “CFz”
on one side and “100” on the other side.

« INVOKANA 300 mg tablets are white, capsule-shaped, film-coated tablets with “CFZ”
on one side and “300” on the other side.

4 CONTRAINDICATIONS
« History of a serious hypersensitivity reaction to INVOKANA, such as anaphylaxis or
angioedema [see Warnings and Precautions (5.9) and Adverse Reactions (6.1, 6.2)].

« Severe renal impairment (eGFR less than 30 mL/min/1.73 m?), end stage renal disease
(ESRD), or patients on dialysis [see Warnings and Precautions (5.4) and Use in Specific
Populations (8.6)].
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5 WARNINGS AND PRECAUTIONS

5.1 Lower Limb Amputation

An approximately 2-fold increased risk of lower limb amputations associated with INVOKANA
use was observed in CANVAS and CANVAS-R, two large, randomized, placebo-controlled
trials evaluating patients with type 2 diabetes who had either established cardiovascular disease
or were at risk for cardiovascular disease. In CANVAS, INVOKANA-treated patients and
placebo-treated patients had 5.9 and 2.8 amputations per 1000 patients per year, respectively. In
CANVAS-R, INVOKANA-treated patients and placebo-treated patients had 7.5 and 4.2
amputations per 1000 patients per year, respectively. The risk of lower limb amputations was
observed at both the 100 mg and 300 mg once daily dosage regimens. The amputation data for
CANVAS and CANVAS-R are shown in Tables 2 and 3, respectively [see Adverse Reactions

6.1)].

Amputations of the toe and midfoot (99 out of 140 patients with amputations receiving
INVOKANA in the two trials) were the most frequent; however, amputations involving the leg,
below and above the knee, were also observed (41 out of 140 patients with amputations receiving
INVOKANA in the two trials). Some patients had multiple amputations, some involving both
lower limbs.

Lower limb infections, gangrene, and diabetic foot ulcers were the most common precipitating
medical events leading to the need for an amputation. The risk of amputation was highest in
patients with a baseline history of prior amputation, peripheral vascular disease, and neuropathy.

Before initiating INVOKANA, consider factors in the patient history that may predispose to the
need for amputations, such as a history of prior amputation, peripheral vascular disease,
neuropathy and diabetic foot ulcers. Counsel patients about the importance of routine
preventative foot care. Monitor patients receiving INVOKANA for signs and symptoms of
infection (including osteomyelitis), new pain or tenderness, sores or ulcers involving the lower
limbs, and discontinue INVOKANA if these complications occur.

5.2 Hypotension

INVOKANA causes intravascular volume contraction. Symptomatic hypotension can occur after
initiating INVOKANA [see Adverse Reactions (6.1)] particularly in patients with impaired renal
function (eGFR less than 60 mL/min/1.73 m?), elderly patients, patients on either diuretics or
medications that interfere with the renin-angiotensin-aldosterone system (e.g., angiotensin-
converting-enzyme [ACE] inhibitors, angiotensin receptor blockers [ARBSs]), or patients with
low systolic blood pressure. Before initiating INVOKANA in patients with one or more of these
characteristics, volume status should be assessed and corrected. Monitor for signs and symptoms
after initiating therapy.

Reference ID: 4129174

DOCKET

A R M Find authenticated court documents without watermarks at docketalarm.com.

Novo Nordisk Exhibit 2432
Mvlan Pharms_Inc_v_Novo Nordisk A/S



http:mL/min/1.73
http:mL/min/1.73
https://www.docketalarm.com/

Nsights

Real-Time Litigation Alerts

g Keep your litigation team up-to-date with real-time
alerts and advanced team management tools built for
the enterprise, all while greatly reducing PACER spend.

Our comprehensive service means we can handle Federal,
State, and Administrative courts across the country.

Advanced Docket Research

With over 230 million records, Docket Alarm’s cloud-native
O docket research platform finds what other services can't.
‘ Coverage includes Federal, State, plus PTAB, TTAB, ITC
and NLRB decisions, all in one place.

Identify arguments that have been successful in the past
with full text, pinpoint searching. Link to case law cited
within any court document via Fastcase.

Analytics At Your Fingertips

° Learn what happened the last time a particular judge,

/ . o
Py ,0‘ opposing counsel or company faced cases similar to yours.

o ®
Advanced out-of-the-box PTAB and TTAB analytics are
always at your fingertips.

-xplore Litigation

Docket Alarm provides insights to develop a more
informed litigation strategy and the peace of mind of

knowing you're on top of things.

API

Docket Alarm offers a powerful API
(application programming inter-
face) to developers that want to
integrate case filings into their apps.

LAW FIRMS

Build custom dashboards for your
attorneys and clients with live data
direct from the court.

Automate many repetitive legal
tasks like conflict checks, document
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks
for companies and debtors.

E-DISCOVERY AND

LEGAL VENDORS

Sync your system to PACER to
automate legal marketing.

WHAT WILL YOU BUILD? @ sales@docketalarm.com 1-866-77-FASTCASE




